a 1-t-HE^°1^ cl?]-4^Aj:«{A dicarboxylic acid salt of sibutramine} 
[7l«0>] 

£0.3. £^>fe 2:^1-^1 « ^o]4. 

*1 J fBH-} , ?l (N-l- [ l-(4-f33B|] <i ) a>o] H ^ -N ,N-t) i *o> 

(Neuropharmacology, 28, 129-134p). ^]^B5} D J€r -SL^i: f^M^ ^-^ 

«S ^-i- 3#'M?i4(Int.J.Obesity ) 19, 145p; Br it. J. Pharmacol . 114, 388p). 
7>l-¥-H^S] -f^ -g-^Tr *fl 2098602M 7l*flsH <& ±*\ , 4?1 

£^2} *]£ -g-s^- pct ^lff088/06444Jl<H| 7)4$*\ W§- 

*l£ -g-Hfe ^4939175Jli 7l^s)<H $flo.nj , u]^ ^ ao j) oj^a] a]^- 

se}«! -frli^-*! *1]397831:M 7l^fl£l<H SJUa, «3 ^ 

^ tjol flfc A>^ ifl^* 7flAiAlf}7} -g-S^ 
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PCT#^t.V *)1W095/20949JL°11 7)4$°] SX^. 

■MS, (2) -f^# (3) $ (4) ^0.3.3 7>^4 

^34, tjm^ ^H^a 94-89133l*M a|^.e^^i ^^•g^r 7>^^sq # 
t #-fr*M Sib ^Efls. ^il^M «1 

^l^^A^ *]-§-£lfe t^Kr # 

*§^£ <g 6|]i. g-o) ^ejo]]oiH, of^EfloiH, Afo^elM 

H, ^nHHH, Bi-sEeflolH, ^Alt11o]B ^ o^sfsBflolH, 
<§^b|)S. A>-g-^ ^ ojrfjL tfl^-ni^. £ s 1990-0000274<H1 7flAj£)o1 

^T*}^ %^ A^^ 7] ^ O^^Cf. tfl^Dl^- S*|^L *fl 

94-8913^ a]« e^-pJ <^33i-^ i|Efls. *)ldE:*Rr ^^-ofl #€*H, % 
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*M4 W #-fr*Hir ££3^3 -g-Dfl, #4 -g-nfl)4 ^A^O. 

*M ^*ti 5flfe ^^#^r OH- 

113*1 ^£ T^o) ^T^c-l igc^. ( Al«-H5}nl 

P H 1 Vfl^) 7.4*IM3 -g-*i]JE7} tiling #71 nA-g-ofl « °l-g-f-& 46] 71 

* StHI 14. ^l^ef D J ^7>4^A><g( dicarboxylic acid 

salts) ^, ^i-g- #7i3.& ^]S4^°1 ^# ^Eflfi) 

^, Hl^^oH, tl^* *l\14fe 3* ^*>5S4. 
[7l#^ 4*11] 
*>fe 
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tr*Rr H]i& £ 4#3«: *|S $ °fl y <M- W 2444 

«*Kf ?W4. £ 4# 434 # 7 ) Al^E^j ^HH^^ €44 

42.3. 44fs sKl^, wi<y^^ ^4 £^ #14 
# eMwa) 24*4 *fl ^o|4. 

* £ 4€- 434 4-71 A]«E5}-nl t^HHI^^ €444-2.3. 5E 

t^Rr 2444 * #3 4^*3 33431* *ls 3 

<WHr 4**, 4*Kr3, 3^4 214 *m*>4 

#^4 *0**rfc 3H4. 

£.3] (Powder X-ray Diffraction Spectrum)4 44^1 3M4. 

4 44^ 3M4. 

51 34 4 ^ofi 44 *14H4^ 4^^ 
(Differential Scanning Calorimeter Thermogram)!- 44\!1 3J°14. 

s. 44 4 tfTM 44 *14B4 D J ^^2] a!^a> t$44H4 44 
\3 3H4. 
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1] 
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£ HhM 4* -M^S^ 4#^>^4 Al«-Hefn] ^a><*£ ^S|ol 

^■a- #i tj|*H W*l -g-*fli£# 4^4. 4*1 ^s] ^ns 

# *lr%r& 4#^(oxalic acid)^ ^^(malonic acid)^ *l*H4t! 
g^S^g-ofl A>-g-^ ^(hydrochloric acidH 6>^^ (safety) 4 

^(toxicology)* 7>x]^ #$ol #cf. oil- avo. o. a a}.§- 7>^-tr ^ 

HSM, *]4*L f-3 ^#4*1 ^7l?> tt^«r>H #4. 





LDso in Mouse(i .p) 


LDso in rat (oral) 


«1 H 


HCl 


40mg/Kg 


90Qmg/kg 






300mg/kg 


1310mg/Kg 






155mg/Kg 




45# « 
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I/Io ^ 200 *1 29^ J^a&o} 5,46, 10.92,12.16, 12.74, 14.92, 

15.44, 15.78, 17.4, 19.24, 21.3, 22.0, 22.92, 24.54, 25.3, 25.8, 27.52, 
28.74, 28.92, 30.12, 33.26, 35.04, 39.76 <J] ^%°.S. $tj-. 

200 <?! ^-ffi) 29^ ^h&o] 7. 7> 10.74 ,11.08 , 11.56, 15.42, 15.78, 17.24, 

17.84, 18.1, 19.02, 19.68, 21.54, 21.9, 22.24, 22.88, 23.26, 23.64, 24.44, 
24.72, 26.0, 27.6, 28.4, 28.62, 29.3 ^^-S 

-a- 14 ^4. 
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i 



^71 ^OflAi ^A^ A)«H^o] J *lg-$o|| tfl*H 1 

*1 2#^ ( w>t*)*Ml*r 1.1 iflX| 1.2#W3 wl^rS. A>-g-t «r S14. 
#1H4. 

#71 #1H^ Al«-Ee].pi i g ofl tfl^M 3^ 20ml, 4 

iH^fe- 5 tfl^l 15ml 2] Af^-t ^ &4. 

H, ol^na^oH^olB, oHl^MHS. ^.dfl^ Ain«jg o]#S) 

ofl^l a -g-nl): ofl^ ( =5.^, Jf-^fr, o]^HS.s)-^ f-o.5. ?4j€ 

$oj]Ai ^BJj^ 1^ ojAj-o] oV^A. ^.pjsj .g.^ A^^q-, ^ -g-n]]!- A> 

#7] o t -s-i^i «ii-3 £5i4H ^*9^fe*n, 

4#*l*}7fl^ 15 xfl^l 35 <r«4. 2^ 

#7l ojsfl 2 4 3^1 ^SeKl ^-##4 
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£ S 141 « o>^^ ^ 7\4\ %<£t}?\) -fr^S^A) #4] rflt> -g-sf| 

.2.3. ^ ^BeKl ^-§-7}^ ^^1 s 

fc Win]- g ti )n>4 £££ ^ a £fe i^*>7l 

oil- A>-g-^ «]p> ^ «]^4 ^-^^ *1 

^*I]*HA3 5)^*1] Hfe -f^rf 1 *l3.-8- 

^ : °1* M*H -f*S* *l3L3Rr 3L#*b4. 

3-2.3 «l;-8- 7>^t> 5^1 SE£ #S||f. ife 41^71 

3$ ^ ol§ f-c^^H *|3. 4|#*Hr y <^# 5 



24-9 



i 

*|-§- 7>^i> 4441 2^ c^)f. s^fe ^Jtl *la* 

i 

I 

tW. | 

£ OT£ *l3L*H-°-3. -B-ai A}^H^nl^) t)?>4^A};^ ^ 

i 



£ UN 41 4€- ^H&}<?1 ^MM-g^* %^£J13 it^Kr 

3^#°fl 5*^, ti>^2}^V 3^ ^6H, o]B\i£ 3=a} ^O.S.fe ^ 

! 
r 

i 

i 
i 

« ^imi, ?>2^-a}d1)^ «3£>ij ^ 4^ -a-H^n. ^ 

I 

i 

i 
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250f^ofl tflsH 1 vfl*l 50 £t*Hr 4^3*} 

4. #<H, 250mg4 £ 4€ ^l^H ^ a] ^ 

^■S-O-S.^ i^ a^e^p] t^?l-4^A><g l0mg(Al4Ee)-ni 

§), ^3 115mg, ^£^.2: 115mg, o]a>^|. fl.^ 5mg ^ n)dv|]£ 

i^of^olH 5mg^- SL^KE-^- <r &4. ^34. #7] ^1^-^ S-^l-^ 

'gAH 

*flE, #<L>^ ^ f-^ 1-^-1: Al ijLE5j-ul OJAJ.OJ H157 

*>^4. se^ *fl^4 -§-MW ° a v 4Ji7l Al^nem ^ D J:^ 

a>©J3 Mailt- ^12^4. 

^H}^ *11 90-00274;M 7]*))3 ^bfl cj-e^ A^ee}.*] oja>oj 
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W 451-, ^HH 42,%. M^^d Jf^sHI io g £ nomL % 

# 1.2mLSl «1^ €^-l-°ll -§-^)a]^1 t^l(hot-filtration)Sl-JL, -g-nfl 
80mL# fHf ^)?1«H o^o} ^o. #£^4. ^oJj-g. <^4§Val ^£ Jl*l| 

# °14SH ^, f^H #2^1*1 -§-3°l 195 t^l S)-*M 221 
9.2g(^#: 87%) -g- ^^4. 

AlJfHel- 1 ?} I5g4 60mHl -g-sflAl^ui, ^-^H 3-#*K5.07g)-|- 

20mH ^91 -§-^4 3*1*1 37># 4-§- 2Al^> ^-o> Hti>^4. Ota ^4 
*)f)jL 2A|# * l^-g- o^^jl, ol^H^ ofle|]e 50ra i 

S 50t*fM ^MW§- 18g(^-§-:89.7%)-§- 

[5 2] 



^^(CigHaClNOJ 


3*1 (%) 


^#*1 


C : 61.88 H : 7.87 N : 3.81 0: 17.63 




C : 61.7 H : 7.63 N : 3.79 0: 17.30 



•8-3: 150. 4°C 

lH-NMR(DMS0-d6) : 1.0(6H,dd), 1.4(2H,t), 1.6~1.8(2H,m), 1.9(lH,m), 
2.4(2H,m), 2.5(6H,s), 2.6(2H,m), 2.7(2H,m), 3.6(lH,t) ,7.5(4H,dd) 
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-a AH 2: ^A>«g^ ^ 

(5.72g)^ <*««MN 0 lS 20raH ^91 -g-^# 37># 4£ 2*13: ^-of ^ 

o]£H5.^ 50mlS. 50TH-M ^Jf?l2Sfai «Hfi) 

19g(^#:92.6%)^ 
IS 3) 



(C20H30C1N04) 






C : 62.75 H : 8.13 N : 3.67 0:17.12 




C : 62.57 H : 7.88 N : 3.65 0:16.67 



152. 4°C 

lH-NMR(DMS0-d6): 0.9(6H,dd), 1.2(2H,m), 1.5-1.8(2H,m) , 1.9(lH,m). 
2.2(2H,m), 2.3(6H,s), 2.4(2H,m), 2.5(2H,m), 3.1(2H,s),3.2(lH,t) ( 7.4(4H,m) 

41*141 3: gUE^a ^ 

^H 1 V A 2 <H)Ai I^AJ A}^-B^ ^#A}o| 4 M**^* ^) 

a1«-E^.q] <gxj.«g ^^1-4 25TCS1 ^ 75% tfifl ^£3]- 95% tftfl ^£ 

3 44 3«1, l^fltf 443 fMfr** (Karl- 

Fisher)^ ^^7]S. ^3*r5!t2.^. a 34* £ 4 ofl i+Efifl^^. £44M ^ 
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Ifi. 4] 



(#tfl££)-25'C 




75% 


95% 




2:7] 


3°^ 






0.02% 


0.03% 


0.02% 




0.03% 


0.02% 


0.03% 




5.49% 


5.49% 


5.5% 



#71 S go] Al«H2}^ 4#^>^4 ^HBH #tfl 

#71 ^Alofl 14 2*H ^2:^ A] W-EgJ.nl ^A><g3}. A] iSjL EeJ.nl ^A><g 
-g-SflSt- B1jE*H 15i M-Bfvfl^cf. 
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IS. 5] 



* 0 fl 


4* <3 


«1 JL 


(mg/ml) 


(mg/ml) 


(.mg/ml ; 




26.18 


35.76 


44.51 




pH 1.2 


13.36 


40.64 


85.72 


pH 4.0 


9.58 


25.46 


32.87 


pH 5.3 


6.58 


54.79 


17.57 


pH 6.8 


23.14 


34.04 


55.42 


pH 7.4 


9.2 


23.41 


34.63 



$7] £ 5<$*\SH- go] 4HHl><34 Al^.E^ ^3 

a)aH 5: g ^ #6)] Tfl^j. 

*ll « Jfla M «3 #7] JMM flo^ #^o] 

5.5. , H£ ^ £^ $g| #«H<H Al^V ^4o|l nf« AlJfH5j.Pl ^AJ. 

alS*}^4. z^S) ^W^r 60t^| ££°1M IL^Jl, 1^, 2^, 4 
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^ S7l ^*?H tffijr jl^ q$ aS^SH2fl^(HPLC)S. 

^3«H 5. 641 lJ-bH&c]-. SE$, ICH Guideline^ 3^ #<?H^ *1^7)7]» 

IS. 6] 



>£#7l?> 


2, 71 


1 ^ 


2 ¥ 


4 ^ 




1.000 


1.000 


0.999 


0.999 




1.000 


1.000 


0.999. 


0.999 




1.000 


1.000. 


0.999 


0.999 



[5. 7] 





2i 7] 


1 ^ 


2 * 


4 f= 




1.000 


1.000 


0.999 


0.998 




1.000 


1.000 


0.999 


0.999 




1.000 


1.000 


0.999 


0.999 
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4£ X 8i 44HH Wi, *#4><S£ 5L^sfe 

*lls*B!i4. 
[S 8] 









Al^-BSl-^l o.S'H 10 mg 




115mg 




115mg 




5 mg 




5 mg 



^7] 4 #4 ^7l(BoscheA> 3^ 

4£ a 941 £t*H, Ai^-e^ni =£4 

X|* *fl2:*|-£4. 
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IS. 91 









*1«^.2.3>| 10 mg 




115 mg 




115 mg 




5 mg 




5 mg 



#4 HlHSH -§-«fli7l- ^*>JI ^3*#& ^t}7) ^7>S) ^o] 

°1 ^2: ^#3. A&Q*] f-^o] £0.03. ^ t^oj 7 |.- 

^1 -g-^S] ^ofl 33$. o. o.xl*H ^7l?i Jt^ol 7>^r 
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WW 11 

SJ-liH 1 




2] 

all UN Sl^H, x^d « 293 BlHiW 5.46, 10.92 ,12.16 , 

12.74, 14.92, 15.44, 15.78, 17.4, 19.24, 21.3, 22.0, 22.92, 24.54, 25.3, 
25.8, 27.52, 28.74, 28.92, 30.12, 33.26, 35.04, 39.76°J ^HeH . 

WW 3] 

*MMI &<>H, X£ 2]^ £*MH 293 S\3.#<>} 7.7, 10.74 ,11.08 , 
11.56, 15.42, 15.78, 17.24, 17.84, 18.1, 19.02, 19.68, 21.54, 21.9, 22.24, 
22.88 , 23.26 , 23.64 , 24.44 , 24.72 , 26.0 , 27.6 , 28.4 , 28.62 , 29.3°J A]JfHe}.^| 
. 
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1%?*} 4] 
5) 
6] 

^5*J-^ 2<$f-|- 3 «1W f^S*. 
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[ASM] 

g ^t- a^#°n sM4. 




(£ 1) 



CPS 
2500- 




2-Thata 



l£ 21 

CPS _ 



4000 



3000 



2000< 




2 



5 -2 



CO 
CD 




"Ho ~~ 250 

DSC V4.0B Duoont 2100 



100 ^" ilo 
TemperatureCC) 



IS. 4] 




m iio" 

TemperatureCC) 



3o" 2fiO 
DSC V4.0B Dupont 2100 
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